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Agenda

« Background on Regulations

— Highlights of changes to Common Rule and
NIH Requirements

— Single IRB Requirements

 Case Studies on Review Procedures at
Duke

— Ensuring Expertise on Review Boards
— Distinction Between Care and Research
— Communications Within HRPP
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Duke University Medical Center
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Facts and Figures

* Duke University Health System and Medical
Center have approximately 28,000 full-time
employees.

* Duke University School of Medicine and School of
Nursing have over 1500 faculty members.

* The Duke Clinical Research Institute, the world's
largest academic research organization, has more
than 1,200 faculty and staff.

* Duke Health has an annual research budget In
excess of $650 million FY16




Background on Duke Health IRB

« 9 Convened Boards
8 000+ Active Protocols
15 IRB Chairs, 16 Staff Members

New Protocol

.. 1598 1642 1634 1685 1749 1888 2005
Applications

Continuing Reviews 3485 3727 3918 3992 4032 4233 4519

Amendments &

9737 12544 14296 15864 16604 18646 21006
Personnel Changes



" The Regulations that Govern Us

Office for Human Research Protections
45 CFR 46 (The Common Rule)
OHRP Guidance

Food and Drug Administration
21 CFR 50/56
21 CFR 312 (for IND studies)
21 CFR 812 (for IDE studies)

Office for Civil Rights
45 CFR 160/162/164 (HIPAA)

Duke Policies

NC State Law



Federal Requirements for IRB
Approval

In addition to the various regulations governing
the composition and function of an IRB, specific
criteria must be documented as having been
satisfied before the IRB can issue approval.
These criteria are described in 45 CFR 46.111
and the corresponding FDA reqgulations in 21
CFR 50.111.

The specific criteria can be found in the Primary
Reviewer Checklists on the Duke IRB website.



Constant Changes

o 215t Century Cures Act
« Revised Common Rule

* New NIH Terms (Single IRB, Certificate of
Confidentiality)

 Electronic Consent

Conflicting Regulations
« HIPAA and Common Rule
« Common Rule and FDA
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I\/Ijor Changes to the Common Rule

. New definition of human subject
Changes to informed consent

Added waiver requirement

Changes continuing review reguirements
Changes exemption categories

. Concept of broad consent

. Single IRB requirement

N o oA WwN R




Change in Definitions

 Human Subject

— Means a living individual about whom an
Investigator (whether professional or student)
conducting research:

« Obtains information or biospecimens through
Intervention or interaction with the individual, and uses,
studies, or analyzes the information or biospecimens;
or

« Obtains, uses, studies, analyzes, or generates
identifiable private information or identifiable
biospecimens.

» Reasonable person standard



Elements of IRB Review

Consent Document (old rule)

Provide the following information to the potential
participant:

» Purpose of the study and funding source

« Complete description of study activities

» Duration of participation in study

» Potential risks, anticipated benefits

» Costs and compensation

 Voluntary nature of participation and right to
withdraw



Elements of IRB Review

Consent Document (old rule) (cont'd)

Provide the following information to the
potential participant:

 Alternatives to study participation
* Treatment for study-related injury

* Who will see study data, how it will be
managed, when it will be de-identified or
destroyed

« Whom to contact with questions, concerns, or
study-related injuries



Consent Forms — New Common Rule

 What changes?
— Concise summary

— Statement that identifiers might be removed and
data/specimens used for future research

* |f applicable:

— Whether whole genome sequencing will occur (if
known)

— Statement that specimens may be used for
commercial profit

— Whether clinically relevant results will be
conveyed to subjects



Overseeing Without Continuing Review

 The new Common Rule no longer allows
for routine continuing review for studies
that are minimal risk.

— Continuing review Is a mechanism that IRBs
use to identify potential concerns through
annual updates from study teams

— How does the IRB/HRPP continue to monitor
minimal risk studies?

— How are study teams educated?



Broad Consent

The revised Common Rule establishes a new broad
consent alternative for the storage, maintenance, and
secondary research use of identifiable private information
or identifiable biospecimens. The rule specifies
requirements for the consent process, consent elements,
and documentation of consent, and establishes that
consent may not be waived when individuals are asked
to provide broad consent and refuse.

e How is it used?

 How long does a “no” last and how broadly does it
apply?
 How is it tracked?



U.S. Single IRB Requirements

 National Institutes of Health

— NIH Policy on the Use of a Single IRB for
Multi-Site Research sets expectation of a
single IRB

— Goes Iinto effect January 2018

e Common Rule

— Any U.S. institution engaged in cooperative
research must rely upon approval of a single
IRB

— January 2020



"Pros and Cons of Single IRB Review

* Pros
— One point of review
— Faster process
— More consistent study design

 Cons
— A big cultural shift
— Loss of local control
— Unclear division of responsibilities
— Retooling of IRB offices



Experiences from Duke



Case: Preventing Deferrals

Case Example:
« At many institutions deferrals are common

« Can present lengthy delays to research
— Delays are costly
— Delays prevent people from participating

Goal: Limit deferrals



Case: Preventing Deferrals

* How do we meet our goal?

— We cannot approve research that does not meet
ethical criteria

 Solution: Pre-meeting review
— IRB staff conduct first review
— Meeting Chairs and Primary Reviewers
— |dentify issues prior to meeting
— Work with study team to have solutions in place
— Allows for modifications instead of deferral



Case: Preventing Expirations

* EXpiring protocols were previously a
frequent occurrence at Duke

— Difficult to know whether all research activities
nave ceased

— Presents problems with funding agencies
« Goal: Zero expirations

* Achieved by shift in culture. Support at
high levels.




Ensuring Expertise

 How can you be sure that the composition
of a board Is sufficient to review the
research?

 How broadly do you define expertise in a
particular area?

* Do you assign protocols to reviewers with
expertise?



Ensuring Expertise

The 9 Duke Health IRBs are comprised of representatives from:

Anesthesiology Community & Family Medicine
Cancer Center Duke Clinical Research Unit (DCRU)
Dept. of Medicine Nursing School

Nursing Administration Ophthalmology

Obstetrics & Gynecology Pathology

Pediatrics Radiation Oncology

Pharmacy Radiology

Psychiatry Medical School Students

Surgery Duke University Departments

and the surrounding Triangle community. There are currently about 200
IRB members serving on the DUHS IRB.



Evaluating Care vs Research

« How does the IRB make the distinction
between care and research?

 How can you be certain that there you
have enough information?
— Due diligence?

— Detailed description of procedures vs.
standard of care?

* Equipoise



Standard of Care Varies

Tonsillectomies per 1,000Ch| di
2007-2010

[j No data

[] 2.7-<4.3(6)
[ ] 4.3-<5.4(6)
] 5.4-<5.9(6)
B 5.9-<s.1(6)
B s.1-109¢(6)

www.dartmouthatlas.org



Communication Among HRPP

 How do you ensure that a large, complex
HRPP communicates among itself?

 How do new Single IRB requirements impact
communication?

» Establish clear “swim lanes”
* Implement a liaison system

* Tone from the Top



| Communication: Duke Health HRPP

| Institutional Review Board I
Duke Office of Audit, Risk & Compliance
scientific & Ethical Review | Office of Regulatory Affairs and Quality I

IND/IDE Training & Monitoring

N

N

Directed AOQits &

Noncompliancelssues Duke Clinical Research
DUKE INVESTIGATORS - _
and STUDY TEAMS Duke Office of Clinical Research
| Clinical Research Units ' Led by
Sciéntific & N .
Resource Adrian Hernandez' MD Research Costs Billing & Education
~._| Vice Dean for Clinical Research
Geeta Swamy, MD

Senior Associate Dean

Biobank Tracking
& Compliance

| Duke Biobank I

N N

AN Facilita\tion & Management of Sponsored
AN Projects & Electronic Submissions

i | Office of Research Administration I

Contracts & Injury Language

Study Drug I:Breparation,

storage & D!Stribu"im | Office of Research Contracts I
| Conflict of Interest Committee I — -
Investigational Drug Service

Financial Interests/of Institution
& Research Persghnel




Case Study: Data Transfer

» Data leaving the institution had few checks
and balances

» Researchers attested that they had IRB
approval and a data transfer agreement
was Iinitiated

* Review found that researchers often
misinterpreted their IRB approval or did
not know the correct terms



Case: Data Transfer

Solution
1. Training

2. Implement a system of communication
between the IRB and Office of Research
Contracts

— Pre-approve all requests for data transfer
— Compare against IRB approved protocol
— Require changes if inconsistent



Meaningful Informed Consent

« Constant tension between sponsor consent
forms and what is meaningful for a research
participant
— Consent forms have consistently grown

— How can we promote a more meaningful consent
process?

— More information is not always better
— Common Rule changes

* New Technologies
— E-consent



f Meaningful Informed Consent

 How can the IRB facilitate meaningful
Informed consent?

— Tools and training

— Stalff editors

— Requiring detailed consent plans

— Promoting resources and providing guidance



Most Common Trouble Spots After IRB Approval

* Inappropriate recruitment/consent
- disregard for subject privacy
- coercion (primary care physician as Pl)
« |nadequate record keeping by the study team
« |nadequate reporting of safety events to IRB, sponsor, FDA

« Inappropriate handling or inventory of drugs/devices/biologics

« |nadequate oversight by the PI



David Matesanz, JD
David.Matesanz@duke.edu






Presentation Outline

. The Duke Health HRPP and the Role of
Investigators

Il. Ethical and Regulatory Training of
Investigators

Ill. Duke Investigator Responsibilities

I\VV. Noncompliance Process — Failure to
Follow the Rules



Duke Health Human Research Protection Program

| Institutional Review Board I
Duke Office of Audit, Risk & Compliance
scientific & Ethical Review | Office of Regulatory Affairs and Quality I

IND/IDE Training & Monitoring

N

Directed AOQits &

Noncompliancelssues Duke Clinical Research
DUKE INVESTIGATORS : —
and STUDY TEAMS Duke Office of Clinical Research
| Clinical Research Units ' Led by
Sciéntific & ) .
Resource j ) Adrian Hernandez' MD Research Costs Billing & Education
~._| Vice Dean for Clinical Research

Geeta Swamy, MD
Senior Associate Dean

Biobank Tracking

N N

& Compliance

| Duke Biobank I

AN Facilita\tion & Management of Sponsored
AN Projects & Electronic Submissions

i | Office of Research Administration I

Study Drug I:Breparation,

storage & D!Stribu"im | Office of Research Contracts I
| Conflict of Interest Committee I — -
Investigational Drug Service

Financial Interests/of Institution

Contracts & Injury Language
& Research Persghnnel .




According to Duke’s
Federal Wide Assurance

An institution holding an OHRP-approved
Federal Wide Assurance (FWA) Is
responsible for ensuring that its investigators
conducting HHS-conducted or -supported
human subjects research understand and
act in accordance with the requirements of
the HHS regulations for the protection of
human subjects.




The Regulations that Govern Us

Office for Human Research Protections (OHRP)
45 CFR 46 (The Common Rule)
OHRP Guidance

Food and Drug Administration
21 CFR 50/56
21 CFR 312 (for IND studies)
21 CFR 812 (for IDE studies)

Office for Civil Rights
45 CFR 160/162/164 (HIPAA)

DUHS Policies

North Carolina State Law



Investigator Training

 OHRP strongly
recommends that
Institutions and their
designated IRBs
establish training and
oversight mechanisms
(appropriate to the nature
and volume of their
research) to ensure that
Investigators maintain
continuing knowledge of,
and comply with, the
following:

relevant ethical principles;

relevant federal
regulations;

written IRB procedures;
OHRP guidance;

other applicable
guidance,

state and local laws; and
Institutional policies for

the protection of human
subjects.



[

Duke Investigator Responsibilities

* Investigator ethical and reqgulatory training
requirement
— All Duke Health researchers must complete
the required training before they are placed

on a protocol submitted to the Duke Health
IRB, and before they can gain access to elRB.

— 17 CITI modules



Duke’s Process for Providing Education for Investigators

Requirements

« 17 CITI modules to be completed online, then a “refresher”
every 3 years by all study team members

Penalties

 |IRB approval letter is not issued until all study team members
have completed training and either provided written
documentation to the IRB or the training can be confirmed
through online records

Monitoring

* |IRB office staff check training for all study team members with
each annual submission (new study or continuing review)



CITI Requirements

44
: : tos dua\ Vs Search Knowledge Bas
==CITI Collaborative Institutional Training Initiative e o

W PROGRAM
MainMenu = My Profiles My CEUs My Reports = Support

Main Menu

0 Your registration has been completed successfully.

* Duke Health Courses

\ Course W Status & Completion Record & Survey
Vulnerable Subjects - Research Involving Prisoners Not Started Not Earned
Biomedical Research - Basic/Refresher Not Started Not Earned
Vulnerable Subjects - Research Involving Children Not Started Not Earned
Vulnerable Subjects - Research Involving Pregnant Women, Fetuses, and Neonates Not Started Not Eamed

- My Learner Tools for Duke Health -

& Add a Course

¥ Remove a Course

¥ View Previously Completed Coursework
& Update Institution Profile

% View Instructions page

¥ Remove Affiliation

» Click here to affiliate with another institution
» Affiliate as an Independent Learner




CITlI Reguirements

r/
- AN o di. 1 Search K dge Bas
== C IT] Collaborative Institutional Training Initiative

W PROGRAM
MainMenu My Profiles My CEUs My Reports  Support

Main Menu

0 Your registration has been completed successfully.

* Duke Health Courses

4 Course W Status & Completion Record & Survey
Vulnerable Subjects - Research Invalving Prisoners Not Started Not Earned
Biomedical Research - Basic/Refresher Not Started Not Earned
Vulnerable Subjects - Research Involving Children Not Started Not Earned

Vulnerable Subjects - Research Involving Pregnant Women, Fetuses, and Neonates Not Started Mot Earned




CITI Module List

Module
1D:

(=]

1350

Audits and Inspections of Clinical Trials

Completing the CITI GCP Course

Conducting Investigator-Initiated Studies According
to FDA Regulations and GCP

=} (=}

CH - Comparison Between ICH GCP E6 and U.5. FDA
Regulations

nformed Consent in Clinical Trials of Drugs,
Biologics, and Devices

nvestigator Obligations in FDA-Regulated Research

lanaging Investigational Agents According to GCP
equirements

v
Manitoring of Clinical Trials by Industry Sponsors
Qverview of ICH GC

Overview of New Drug Development

Qverview of U.5. FDA Regulations for Medical Devices

Reparting Serious Adverse Events

Research Involving Pregnant Women, Fetuses, and

Neonates

RESEANCH [MVOIVING FrisOners

e CITl Good Clinical Practice Course for Clinica
ng Drugs and Devices

Tn-
T
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Duke Health Principal Investigator Agreement

DUHS PRINCIPAL INVESTIGATOR AGREEMENT
Commitment of a Duke University Health System Principal Investigator
or Co-Principal Investigator to Institutional Human Subject Protection Policies
and IRB Oversight Under Federal-Wide Assurance, FWA# 00009025

Name of DUHS Investigator:

Department/CRU Affiliation:

If you are a Principal Investigator or a Co-Principal Investigator, please read and sign the
agreement below.

I intend to participate in research for which initial and continuing review will be provided by the Duke
University Health System (DUHS) Institutional Review Board (IRB), or by another IRB that the DUHS IRB
has agreed upon. I understand that one of the conditions of my participation in such research is my acceptance
of my responsibilities under this Agreement to comply with institutional policies, applicable federal, state, and
local laws and regulations, ethical guidelines, and other policies and principles as described below.

(1) I am familiar with, and will comply with, applicable federal regulations and guidance for the protection of
harmnan enhisnter HHT ramnlatiane at AS TEDR AR and acoaniatead miidancas TTHA reamalatiame o+ 21 CFDR




Duke Investigator Responsibilities

* | am familiar with, and will comply with,
applicable federal regulations and guidance
for the protection of human subjects: HHS
regulations at 45 CFR 46 and associated
guidance; FDA regulations at 21 CFR Parts
50, 54, 56, 312, 314, 601, 812, and 814 and
associated guidance; the HIPAA privacy
regulations at 45 CFR Parts 160 and 164 and
associated guidance; the DUHS Federal-
Wide Assurance; and relevant institutional
policies and procedures for the protection of
human research subjects.




Duke Investigator Responsibilities

* | recognize the authority of the DUHS IRB to
oversee human subject research, as described In
the Federal-Wide Assurance, and | will abide by all
decisions of the IRB.

| will assume overall administrative responsibilities
for all aspects of each research study approved
under this Agreement. | will conduct the research
according to the IRB-approved protocol, maintain
appropriate oversight of the research study and
supervision of my research staff, and appropriately
delegate research respon3|b|I|t|es



Duke Investigator Responsibilities

| will ensure that all members of my research
staff, and all others directly involved in the
conduct of the study, are qualified by
education, training, and experience to
perform their research responsibilities. | will
iInform my staff of any pertinent changes
during the course of a study, and arrange for
education or additional training of staff as
needed.



Duke Investigator Responsibilities

* If I arrange with a source outside of DUHS
to provide information critical to the study, |
will take steps to ensure that the outside

source can verify the integrity of data and
records provided to me.



Duke Investigator Responsibilities

| will employ sound research design in
accordance with the standards of my

discipline.

* | will recruit subjects in a fair and equitable
manner, weighing the potential benefits of
the research to the subjects against their
vulnerability and the risks to them.



Duke Investigator Responsibilities

* If the research involves more than minimal
risk to research subjects, | will provide the
IRB with an adequate data and safety
monitoring plan for promptly detecting
harm and mitigating potential injuries.



Duke Investigator Responsibilities

| will have determined, before initiating a
research study, that the necessary resources
are present to conduct the study, including
access to a sufficient number of potential
subjects, adequate time to conduct the
research, an adequate number of qualified
staff, adequate facilities, and the availability
of needed medical and psychological
resources that subjects may require as a
consequence of research participation.



[

Duke Investigator Responsibilities

* | will comply with the IRB’s prompt
reporting requirements:
— Serious adverse events

— Unanticipated problems involving risk to
subjects or others (UPIRTSO)

— Protocol deviations & violations
— Noncompliance
— Study-related deaths



From OHRP Guidance:
Recommended Reporting Timelines

OHRP recommends the following guidelines in order to
satisfy the requirement for prompt reporting:

« Unanticipated problems that are serious adverse
events should be reported to the IRB within 1 week of
the investigator becoming aware of the event.

« Any other unanticipated problem should be reported
to the IRB within 2 weeks of the investigator
becoming aware of the problem.



Duke’s Reporting Requirements

Unanticipated study-related death: 24 hours

Reportable Serious Adverse Event: 1 week

Protocol Deviation/Violation: 2 weeks

These timelines and the noncompliance
policies are posted on the Duke IRB web site.



Duke Investigator Responsibilities

| will seek, document, and maintain records
of informed consent and HIPAA authorization
from each research subject or the subject’s
legally authorized representative as required
under applicable regulations and
requirements of the IRB. | will develop an
iInformed consent process emphasizing the
Importance of subject comprehension and

voluntary participation.




Duke Investigator Responsibilities

* | will ensure that the informed consent
process Is led only by individuals who have
appropriate training and knowledge of the
research, including any investigational
product involved, in order to discuss the risks
and benefits of the study with prospective
subjects. Only appropriate staff listed as
“Key Personnel” in my IRB submission will be
authorized by me to conduct the consent
process with prospective subjects.



Duke Investigator Responsibilities

* | agree to cooperate with the IRB as it
conducts initial and continuing review,
iIncluding providing required information,
records, reports, and certifications. | will
ensure that the periodic continuing review
of my research will occur within the time
frame stipulated by the IRB, and no
research will continue beyond the
designated approval period.



Duke Investigator Responsibilities

 |f | conduct research involving an FDA-regulated

product under an Investigational New Drug (
or Investigational Device Exemption (IDE)

application, | wi
regulations and
responsibilities |
responsibilities,

those describeo

risks and side effects of the investigational

product.

IND)

| comply with all applicable FDA

fulfill all investigator
or investigator-sponsor

where appropriate], including
on Form FDA 1572, and at 21
CFR 312 and 812.

* And | will be familiar with the information in the
Investigator’s Brochure, including the potential



Duke Investigator Responsibilities

* | will not enroll subjects in research prior to
receiving final approval of the research by
the IRB. | will report promptly to the IRB
proposed changes in the research. | will
not initiate changes in research activities
without prior review and approval by the
IRB, except when necessary to eliminate
Immediate hazards to the research
subjects.




Duke Investigator Responsibilities

| understand that emergency medical care
may be delivered to a research subject
without IRB review and approval to the
extent permitted under applicable Federal
regulations and State law. | will provide, or
arrange to provide, a reasonable standard
of medical care to study subjects for
medical problems arising during their
participation in the research.



Duke Investigator Responsibilities

* My research staff and | will respond in a
timely manner to any subject’'s complaints,
suggestions or requests for information. If
| am unable to resolve a complaint
satisfactorily, then I will report the
complaint to the IRB. In addition, | will
respond promptly to IRB queries regarding
a subject complaint.



Duke Investigator Responsibilities

| will generally be available (by phone or
other electronic communication) to subjects
during the study. If | will be unavailable
during the study, | will delegate study
responsiblility to a specific qualified person
who will be available in my absence. | will
inform the IRB of this delegation of authority,
via a protocol amendment, as a change in the
research activity requiring IRB review.

-includes such extended periods of time for
personal leave, maternity/paternity leave, or

sabbatical



Duke Investigator Responsibilities

 If | am unable to meet my responsibilities
as principal investigator (PI) or co-principal
Investigator (Co-Pl), | will inform the IRB of
the change and seek IRB approval for a
new Pl or Co-PlI to continue the study, or
request closure of the study.



Duke Investigator Responsibilities

* | will cooperate with any inquiry by the
Duke University Compliance Program,
Including audits, concerning any research
with humans in which | participate. In the
event that institutional officials determine
that | have failed to comply with this
Agreement, | agree to take recommended
action(s), including, but not limited to,
termination of my participation in
designated research activities.



Duke Investigator Responsibilities

 |n the event | am found to have failed to
comply with any of these requirements and,
as a result, the convened IRB has made a
recommendation of serious and/or continuing
noncompliance with the DUHS Institutional
Official’'s subsequent concurrence, the IRB
will report the event(s) to institutional officials,
the Office for Human Research Protections
(OHRP), and/or the FDA, as appropriate.



Duke Investigator Responsibilities

* | acknowledge that my primary
responsibility as a principal investigator or
co-principal investigator is to safeguard
the rights and welfare of each research
subject, and that the subject’s rights and
welfare must take precedence over the
goals and requirements of the research.



Duke Investigator Responsibilities

 All Duke Investigators will report annually
to the Research Integrity Office Conflict of
Interest (COI) Committee and disclose any

financial conflicts per institutional reporting
rules.

 If a COl management plan is issued, the

Investigator will abide by the requirements
of the management plan.



What is Noncompliance?

« Noncompliance is the failure to follow the
IRB-approved protocol and related study
documents, applicable laws and regulations,
and institutional and IRB policies.

 Noncompliance can occur on the part of the
Investigators, the research subject, IRB, or
any other institutional department associated
with the HRPP.



Degrees of Noncompliance

Serious Noncompliance

Noncompliance that creates an increase in risks to subjects,
adversely affects the rights, welfare and safety of the research
subjects or adversely affects the scientific integrity of the
study. Willful violation of policies and/or federal regulations
may also constitute serious noncompliance.

Continuing Noncompliance

A pattern of noncompliance that if allowed to continue is likely
to increase risk to subjects, adversely affect the rights, welfare
and safety of research subjects, or adversely affect the
scientific integrity of the study.



Examples of Noncompliance

On the part of the study team:
« enrollment of ineligible subject

« omission of study test that could affect subject safety or data
analysis

* notreporting serious adverse events to IRB

On the part of the IRB:
« failure to document findings in meeting minutes

« failure to externally report UPIRTSOs (Unanticipated Problems
Involving Risk to Subjects or Others) to federal agencies



What 1s a UPIRTSO?

* Unanticipated Problem Involving Risk to
Subjects or Others

1. Unexpected
- In terms of nature, severity, or frequency

2. New Risk

- Indicates that the research places subjects or
others at a greater risk of harm (including physical,
psychological, economic, or social harm) than was
previously known or recognlzed



Examples

UPIRTSO

« Chemotherapy dosing errors

 Medical device fails and gives incorrect readings
« Stolen laptop containing identifiable study data

Serious or Continuing Noncompliance
« Study team member fabricates study visit

« Study team member personally accepts incentives
from sponsor



The Process at Duke

1. Allegations are received by Exec. Director, IRB
- subject complaints
- study team or colleague allegations
- random audit findings

2. Exec. Director completes initial evaluation:
- resolves with study team/subject
- contacts study team for explanation
- calls a committee of experts to evaluate
- requests a directed audit from Compliance Office, SOM

3. Convened Board review
- additional corrective actions and determinations

- reports to Institutional Official, research administration, and external
agencies



DUHS IRB Review of Noncompliance

Preliminary Review by
Chair/Vice Chair or
Exec. Director of IRB

act at any point to eliminate
immediate hazard to subjects

Interview of or others.
Research personnel

!

Formal Investigation

l Note: A Chair/Vice Chair can

!

Is the event
serious and/or
continuing?

YES NO
Report to, or review by, Finalization of
convened IRB review

!

Report to Institutional
Official




Decisions for the IRB

* Does the event constitute an Unanticipated Problem Involving
Risk to Subjects or Others (UPIRTSO)?

* Does the event constitute noncompliance?
* Is the noncompliance serious or continuing?
* Are the proposed corrective actions adequate?

* Do the subjects need to be informed of the event?

* Note: UPIRTSO and serious/continuing noncompliance determinations
regarding U.S. federally-funded studies require external reporting to OHRP and
federal funding agencies.



Tools for Investigators

To aid Investigators, the institution and IRB must provide:
e Clear definitions of noncompliance and consequences
 Mechanisms for reporting noncompliance

 Mechanisms for protecting individuals who bring forth
allegations of noncompliance

e A culture that encourages self-reporting without imposing severe
punitive actions



In Summary

* Investigators have responsibility to conduct
research ethically and in a manner compliant
with applicable regulations and policies.

« Partnership between Investigators and the
RB creates a stronger Human Research
Protection Program (HRPP).
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Contact Information

June Walker, MS, MSCR, CIP

Director, IRB Compliance

nstitutional Review Board

Duke University Health System

2424 Erwin Road, Suite 405 Hock Plaza
Campus Box 2712

Durham, North Carolina USA 27705
Telephone 919.668.0464
https://irb.duhs.duke.edu/



https://irb.duhs.duke.edu/

Research Misconduct—Individual
and Environment

Yali Cong

Peking University Health Science Center
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BHF AU FFP . Fabrication ——1{ 3%
Falsification——Z % . Plagiarism ——Z %

Fabrication is making up data or results and
recording or reporting them.

Falsification is manipulating research materials,
equipment, or processes, or changing or omitting
data or results such that the research is not
accurately represented in the research record.

Plagiarism is the appropriation of another person's
ideas, processes, results, or words without giving
appropriate credit.
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Slippery slope between honest errors and

intentional fraud

Error —» | Misconduct —P Fraud

Non-
intentional

v

Intentional

Wrong observations
Wrong analysis
Undeclared conflict of interest
Publication bias
Undeserved authorship
Suppressing data
Plagiarism
Falsification
Fabrication

Magne Nylenna; Sigmound Simonsen. The Lancet; 2006, 367, 9526, pg 1882
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Scientific fraud: action needed in China

On Dec 19, 2009, editors at Acto Crystaflographica
Section E alerted the scientific community to a disgraceful
pattern of fravd invelving papers they had published in
2007. At least 70 false crystal structures were reported—
mainly from two groups led by Hua Zhong and Tao Liu,
both at Jinggangshan University, Jian, China. All authors
have now agreed to retraction of 41 papers published
by Zhong and 29 by Liu. It is rather surprising that
wrongdoing on such a scale evaded detection during
peer review and, considering that crystal structures are
deposited in public databases upon publication, that the
truth has been uncovered so slowly.

In China, the government controls almest all funding
for research. As in other countries, to gain funding
researchers need to publish as many papers in high
impactjournalsas possible. According to Science Citation
Index and other resources, Chinese authors published
271000 papers in 2008, roughly 11.5% of the world's
total. This incident is not the first time that scientific
fraud has occurred in China. Regulations to monitar
state-funded research projects were
2006 by the Ministry of Science .

in response to six high-profile cases of scientific
misconduct. A new circular was issved on March 19,
2009, aimed at preventing misconduct in higher
education institutions—punishment for breaching the
new rules could involve warnings, dismissal, or legal
action. Research programmes could be suspended or
terminated, funding could be withdrawn, er awards
and henours revoked.

Such extensive fraud is disappointing—not only does it
indicate a substantial waste of research time and money,
but it is likely that, whatever punishments do result,
damage to the reputations of the researchers, institutions,
and journal concerned is likely to be disproportionately
great. Clearly, China's Government needs to take this
episode as a cue to reinvigorate standards for teaching
research ethics and for the conduct of research itself, as
well as establishing robust and transparent procedures for
handling allegations of scientific misconduct to prevent
further instances of fraud.

For Hu lintac's aocal of China bacomina a research
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CHSR-EE2) 20064E8 ] Vol 12, 8: 867

re.com/naturemedicine

Frequent cases force China to face up to scientific fraud

Six high-profile cases of scientific mis-
conduct over eight months: for China’s
biomedical research, still struggling
for global credibility, the frequent
accusations of plagiarism, falsified
data and fabricated resumes spell

out a serious warning—one that the

government is finally preparing to heed.

Chinese universities have
traditionally failed to investigate or

even acknowledge cases of misconduct.

But in early March, Beijing-based
Tsinghua University fired Hui Liu,
a professor of medicine, after he

r L IV | 1. ' .t
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Pressure cooker: Fierce competition for funds may be

contributing to a rise in cases of scientific misconduct.

grants may have led some scientists to
fabricate research, he says.“Previously,
the funding and the level of competition
in the field were much lower”

China’s investment in life sciences has
grown as much as 400% in the past five
years to RMB13 billion (US$1.6 billion).

China’s large pool of patients and
cheap skilled biotech researchers have
been highly attractive for collaborators
outside China, but the recent incidents
have struck a note of caution for Chinese
scientists abroad.

“We have heard some rumors before,

1wt o 11



Peking University: Wang Mingming (2002)

Shanghai Jiaotong University--Hanxin case (2006)
Tsinghua University: Liu Hui case (2006)

Jinggangshan University: Zhong Hua and Liu Tao (2009)
Zhejiang University: He Haibo and Academician Li(2009)

PUHSC: sue case of authorship between former student and
mentor (2009)

Golden rice: research ethics and(2012)
o E R E M “http://www.sinori.cn/”

20154E3 f, Biomed Central.41/43:8yue ,springer,
64/64;2015,10 7, ERMBIHL/R, 9/9;

20174E2 H, ¥ 1o ARG 2255 7E (Tumor Biology )
106/106
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2015 4 8 H, fRE#E G AL RER (Springer) 547 F 4
EEATIFHE AT 10 KFAMFI L 2R KD 64 Fib X, XL
XN E YEEE, EEREFARAEE SN TH, E44E
R EREREAFENE —FBMEL 5 AT LR
Jian-ming Hou*, Man Wu. Qing-ming Lin, Fan Lin, Ying Xue.
Xu-hua Lan, En-yu Chen, Mei-li Wang., Hai-yan Yang., Feng-xiong
Wang. Lactoferrin promote primary rat osteoblast proliferation and
differentiation via up-regulation of insulin-like growth factor-1
expression. Molecular Biology Reports, 2014, 41: 5019-5030 ( #77E
B 40 B #hE 5 81270968 ).

ZREELE, ZRXF —FRNEHFEEAEL TR AR
PR FZF" RAER, RXFRARGEFEATIEE ZILE
B: ZWwXHETHEEAEFORFELTE (HES
81270968 ), H1E N TR FI N Z AW 2014 4% fn 2015 44 )%
2 BRFELTHT RS (XES 45 A U140520029 Fo
8157041751 ),
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Dishonesty: everyone

Tag: The (Honest) Truth about
Dishonesty

Runners run, teachers teach, and cheaters cheat. It's all there in the
name, right? Despite the obvious logic, one could argue that even
those who aren't "runners” per se do, on occasion, run (even if it's
just across a busy street), and that we all occasionally teach our kids
or friends something they didn't know before. So what about
cheaters?

I've written at (book) length about how all of us lie and cheat a little.
Sometimes we're unaware of it, as is the case when we have a
conflict of interest or begin believing exaggerated versions of our
own stories, and sometimes we're not. Raise your hand if you've
ever kept extra change after buying something or told someone you
were busy when you weren't. Exactly. So how does identity (whether
it's "liars” who do these kinds of things or just people who
occasionally lie) play into cheating? If someone insinuated that you
were a cheater before you even had the chance to bend the rules,
would it make you cheat more, less, or the same?

Hi, I'm Dan Ariely_ | do research in
behavioral economics and try to describe it
in plain language. These findings have
enriched my life, and my hope is that they
will do the same for you.

[ recemo0k

E TWITTER

Follow Blog via Email

Enter your email address to follow this blog and receive
notifications of new posts by email

Join 65,741 other followers

New Tork Tines Bestselle

The Honest Truth A r
How We Lie to Everyone - EspemaH\
Ourselves

Order now:

Buy on Anazen. con

Buy at Barnes and Noble
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